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DESCRIPTION

Diclotenac sodium is « benzeneacetic acid derivative, desig-
nated chemically as 2-((2,6-dichlorophenyl)amino] benze-
neacetic acld, monosodium sakt, The structural lormula is
shown tn Figure 1,
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Diciofenac sodium Is a faintly yaliowish white 1o light baige,
vinualty odorless, slightly hygroscapic crystalline powder.
The molecular waight of diclofenac sodium is 318.13. It s
Ireely solubie in methanol. soluble in ethanol, and practically
insoluble in chiorotorm and in dilute ackd. Diclolenze sodium
is sparingly Soluble in water. The n-octanplwatsr partitton
coefficient is 13.4 at pH 7.4 and 1545 at pH 5.2. The dissoci-
ation constant (pKa) is 4.0 = 0.2 at 25°C in water,

Each enteric-conted tablet for oral sdministration containg 50
mg or 75 mg of diclofenac sodium. In addition, each tablet
contains the tollowing inactive ingradients: Coilidat séicon-
dioxide, crospevidone, hydroxypropy! methyicellulose, tac-
lose monohydrate, methacrylic acld copofymer, microcrys-
falling cellulose, polyethyiene glycol, povidone, propylens
giycol, sodium stearylfumarate, taic and thanium dioxide.

CLINICAL PHARMACOLDGY

Pharmacodynamics

Dicioleniac Is a nonsteroidai anti-intlammatory drug (NSAID),
In pharmacoiogic studies, diciotenac has shown anti-inttam-
matory, analgesic and antipyretic activity, As with other
NSAIDs. its moge of action is not known; S 2billty 10 inhibk
prostaglandin synthesis, however. may be involved in its antj-
InHammatary activity.

Pharmacokinetics

Diclotenac Sodiurn Delayed-Realease Tablets are in a pharma-
ceutical formulation (hat resists gissolution i the low pH of
gastric fiuid but allows a rapid release of drup in the higher
PH-eavironment in the duodenum. its pattern of drup ralease
ard absorption is iilusirated in Figure 2.
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Absorpiion

Dicledenat is completety absorbed from the gastraintestinal
fract arers 1asting oral agminisiration of Diclofenac Sodium
Celayed-Release Tablets. 01 this, only 50% ol Ihe absorbed
dose of diclofenac trom Diclolenac Sodium Deiayed-Release
Tabiets is systemically availabie, due 1o first pass metabo-
lism, Peak plasma levels are achieved in 2 hours in fasting
narmal volunteers, with a range irom 110 4 hours, The area-
under-the-plasma-concestration curve (AUC) is dosa-
praportional within the range of 25 mg to 150 my. Peak
plasma ievels are less than dose-proportional and are
approximately 1.5 and 2.0 mog/mL for 50-mg, and 75-mg
doses, respectively. It should be noted that the administration
of several individual Diclofenac sodium wablets may not yield
equivalent results in peak concentration as the adminsstration
o one tablet of a higher strength. This is probably dus t the
staggered Qastric emptying of tablets into the dundenwm.
After sepeated oral administration of Diclolenac sodium 50
mg b.id., diclolenac did not accumulate in plasma, _

When Diclofenac Sodium Delayso-Release Tablets are taken
with lacg, there Is usually 3 delay in the onsel ol absorplion
of 110 4.5 hours, with delays as long as 10 hours in some
patients, and a reduction in peak plasma levels of approxi-
mately 40%. The extent of absorption of diclojenac, however,
IS not significantly atfectad by food intake.

Distrioution

Plasma concentralions of diciotenac decline from paak ievels
in @ biexpanental fashion, with the terming/ phase having a
half-life of approximatety 2 hours. Ck and volume ot
distribution are abowt 350 mLs/min and 550 mLAp, respec-
livedy. More thar: 83% of diclofenac: is reversibly bound to
human plasma albumin.

A 4-week Study, comparing plasima level profiles of diclotenac
(Diclolenac sodium 50 mg b.id.} in younger (26 to 46 years)
Versus older (66 to 81 years) adults, did not show ditterences
between aga groups (10 palients per age group),

As with other NSAIDS, diclotenac diffuses into and out of the
synovial fiuld. Diftusion into the joint occurs when plasma
leveis are higher than those in the synovial dluid, atter which
the process reverses ana synovial fluid levels are highers than
plasma levels. It Is not kngwn whelher ditfusion into the joinr
Plays a role in the efiectiveness of diclotenac,  »

Metaboilsm and Elimination

Diclotenac is eliminated through metabalism ang subsequent
urinary ang biliary excretion of the glucuronide and the sul-
fate conjugates of the metabolites.

Appraximalely B5% of the dose is excreted in the wrine, and
approximately 35% in the bile.

Conjugates of unchanped diclotenac account for 5% to 10%
of the dose excreted in the urine and for less than 5% excrel-

unknown. Some of the metabolites may have activity.

Pailunts with Renal and/or Hepailc kmpairmeni

To date, no dittersnces in \he pharmacokinencs of diciolenac
fave been Oetected in Studies of patients with renal (50 mg
intravenously) of hepatic impairmant (100 mQ oral solutlon).
In patiems with renal impairmant (n=5, craatinine clearance 3
to 42 mUmin}, AUC values ang elimination rates were
comparable 1o those in heafthy subjects. In patients with
biopsy-contired cirrhosis or chionic active hepatitis (vari-
#bly elevated transaminases and mildiy ievated bilirubins,
N=10), diclolenac concentrations and wrinary elimination
values wera comparable to those in healthy subjects.

Clinica) Studies
Osteoarthritls: Diclofenac sodium was evaluatad for the
managsment of the signs and symptoms ol osteoarthritis of
the hip or knee in a tocal of £33 patients treated lor up to 3
months in placebo- and active-controlled chnical 1rials
apainst aspinn (N=449). and naproxen (N=52). Biciolenac
sodium was given both in variable (100 10 150 mo/day) and
fixed {150 mg/day) dosing schadules in sither b.i.d. or 11d,
dosing regimens. In these triats, Diclolenac sodium was
lound to be comparabie to 2400 to 3600 mo/day of aspirin or
300 mg/day of maproxen. Diciolenac sodium was efiective
when agministered a5 aither b.id. or Li.d. dosing regimens.

Rheumatold Arthrifis: Diclolenac sodium was svalvated for
managing the signs and symptoms of Fheumatow ArhAts in
a total of 468 patients treated lor up to 3 Months In placebo-
and active-controlied chinical trials against aspirin (N=250),
and ibuproten (N=74). Diclolenac sogiom was given n a fiasd
{150 or 200 mg/day} dosing schedule as eftver bid. of Lig.
dosing regimens, Diclofena sodium was found to ba com-
Parabia to 3600 to 4800 mo/day of aspirin, and 2400 mg/day
of ibuprolen, Diclolenac sodium was used b.id. of .10,
administering 150 mg/day In mast triats, but 50 mg q.i.0.
(200 mo/day) was aiso studied.

Ankylosing Spondyiilis: Diclotenac sodium was evaluied for
the management ol the signs and Symptoms of ankylesing
spondyiitis in a total of 132 patients In one active-controlied
clinical trial against inomethatin (Nx130). Both Diclolerac
sodium ang indomathacin patients ware started on 25 myg
1.1.0. and were permitted to incraase the dose 25 mg/day each
week 10 & maximum dose of 125 my/day. Diclotanac sodiutn
75 10 125 mo/day was found to Be comparable to
indometnacin 75 fe 125 mg/day.

G.l. Blgod Loss/Engoscopy Daifs: G.l. biood loss and
endoscopy studies were performed with Diclotenac Sodium
Delayed-Release Tabiets that, uniiks Immediate-Relsage
Tabiats, tio not dissolve In the ttomach where the engoscop-
ic lesions are primarily séen,

A repeal-dose andoscopy Study, In patients with reumaiold
arthitis o osleoarthritis treated with Diclofenac Sodium
Detayed-Ralease Tabiets 75 mg b.L.d. {N=t01), or naproxen
{immediate-rsieass tablets) 500 mg b.id. {N=103) for 3
months, resulted in a Signilicantly smakier number of patients
with an increasa in andascopy score from baseling and a sig-
Niticantly lower mean endoscopy Score after treatment in the
Diclofenac sodium-ireated pavients. Two rapesi-dose endo-
SC0pic studies. in normal volunteers showed that daily dosas
of Diclotenac Sodium Delayed-Release Tablets 75 or 100 mg
(N=6 and Ns«14, respactively) or 1 week caused fawer gastric
lesions, and those that did occer had lower Scores shan those
observed following daily S00-mg goses of naproxen {imme-
diate-release tablets). In heahhy subjects, the daily aominis-
tralion of 150 mg of Dicictenac sodium (N3} lor 3 weeks
"resulted in 2 mean fecal blood loss kess than that observed
with 3.0 ¢ of aspirin daily (N=8), In tour repeal-dose studies.
mean fecal blood loss with 150 my of Diclotenac sodium was
also less than that observed with 750 myg of naproxen {=&
and N=6) or 150 mp of indomethacin (N«B and N=&). The
clinical significance of these Hiaxlings i unknown since ihere
S o evlence avaiiable to indicate that Dickoenic sodium is
iess likely than olher drugs of its class to cause Serious gas-
trointestinal lesions when used in chronic therapy.

Individualization of Desage

Diclofenac, like other NSAIDs, shows interindividual citfer-
ences in both pharmacokinetics and chinical response (phar-
macodynamics). Consaquently, the recommeandsd stratagy
tor Initiating therapy Is 10 use & starting dose likely 1o be
elfective lor the majority of patients and to adjust dosage
thereafter based on observation of diclofanac’s beneticial and
adverse effects.

in prtients weighing less than 60 kp (132 1), o where the
seventy of he dissase, concomitant medication, of other dis-
Bases warrant, the Muxivum recommencied total dally dose
of Diclofenac sooium should be reduced. Experience with
other NSAIDS has Shown that starting therapy with maximum
dosas in patients at increased risk due to renal or hepatic dis-
ease. low Dody weight (<60 kg), advanced ags, a known ulcer
dlathesis, or known sensitivity to NSAID effects, Is likely to
increase Irequently of adverse resctions and 1s not re.om-
mended {see PRECAUTIONS).

OsteonrititisRheumaioid Arthritis/Ankylozing Spondytitls:
The usual starting dose of Diclolenac Sodivm Delayed-
Ralease Tablets for patients with ostecarthrliis is 100 to 150
mg/0ay, using b.1.4. or 1i.d. dosing regimen. In two variable-
duse cinical trials in ostecanthritis, of 266 patients started on
100 mquday, 176 chose to Increase the dosa to 150 mg/day.
Dosages above 150 mp/day have not been studied wiih
osteoarthritis,

The usual starting dose of Diclofenac Sodium Defayed-
Fieloase Tabiets for most patients with rhaumatold arthiitis is
150 mg/day using 2 b.id. or 1.0, dosing regimen. Palients
requiring more reliat of pain and Inflammalicn may increase
the dose 1o 200 mo/day. In clinical trials, palients receiving
200 mg/day wers less likety to drap from Ihe irial gue 1o lack
of efficacy than patients receiving 150 m/day. Dosages
above 225 mg/day are not recommandsd in patients with
Theurmatold arthaitts because of increased risk of adverse
events.

The recommended dose of Diclofense Sodium Delayed-
Release Tablets lor patients with ankylosing spondylitis is
100 19 125 mp/day, using a q.td. dosing repimen {see
DOSAGE AND ADMINISTRATION regarding the 125 mg/day
dosing regimen). In 2 variable-dose clinical triai, of 132
patients started on 7§ my/day. 122 chose fo increase the

asthma, uiticana, or other allergic-typa reactions after taking
aspirin or other NSAIDs, Severe, rarety latat, anaphylactic-like
redctions to diclolenac have been reported (0 Such patents.

WARNINGS

Gastreiniastinal Efincts

Paptic uiceration and gastrointestinai bieeding have been
teporied in patients receiving diclolenac, Physiians and
patients shouki theretore remain alen lor uiceration ang
bleading In patients treated chronicaily with diclolenac even
in the absence of previous G.1. tract symptoms. M is recom-
mandad that patients be maintained on the lowes! dose of
diciotenac possible, consistent with achieving a satistactory
therapeutic response.

Rizk of G.I. Uicsrations, Bisading and Periorstion with
NSAID Therspy: Senous gastrointestinal toxicity such as
bleading, ulceration, and perioration can occur at any time.
with or without warning symptoms, in palients treated chron-
ically with NSAID therapy. Afthough minor upper Qastroin
lestinal problems, such as dyspepsia, are common, usually
developing eanty in therpy, physicians should remain aiert
for uiceration and bleeding in patients treated chronicalty with
NSAIDs even in the absence of previous G.1. fract symptoms.
In patients observed in chnical Irals of severat months 1o 7
YEAIs' duration, Symplomatic upper G.1. ulcers, gross biseg-
ng. or pertoralion 2ppear to docws it approximatety 1% of
patients lor 3-6 months, ant in sboul 2% 10 4% in patients
Ireated for 1 yaar. Physicans should inform pabents aoout
The Signs and/or symploms ot serigus &.1. loxicity and what
Sikps to take i they occur.

Stutkes 10 date have not identilied any subset ol patients not
it risk of developing peplic uiceration and bieeding. Excep!
for & pricr history of serious G.1. svents ang other risk lctors
known 10 be associated with peptic ulcer disease, such as
akcohokism, smoking, eic.. no risk factors (e.g., age, sex)
have been associated with increased risk. Elderly or debiitat-
od patients ssem 1o tolerate iceration or blesging less wall
than other individuals, and most spemaneous reports of fatal
G.I. events are in this population. Studies to dave are Incon-
clusive conceming he retalive nsk of various NSAKDs in
Causing such reactions, High doses of any NSAID probably
carry a greater risk of thess reactions, athough controthed
clinleat trigis showing this do not exist in most cases. in
tonsidering the use of relatively Lirge doses (within the rec-
ommended dosage range), sukficient benelit should be amic-
ipaled to ofisel the potemlat increased risk of G.1. toxicity.

Hapatic Ettests

As with other NSAIDs, elevations ot one or more liver tests
may occur during diclolenac therapy. These laborstory
abnormalities may progress, may remain unchanged, o Mmay
be transient with continued therapy. Borderiine eievalions
{i.e. Wss than 3 times the ULN [=ine Upper Limit of the
Normal range]}, or greater elevations of transaminases
occurred in about 15% cof diciotenac-trested patiemts. Of the
hepatic enzymes. ALT {SGPT} is the one recommended for
the montoting of liver injury.

In chinical trials, meaningiul alevations (i.e. more than 3 times
the ULN) of AST {SGOT) {ALT was not measured in alk sluc-
i05) occuresd in 300t 2% ol approximately 5700 patients at
some time during Diclolenac sodium ireatment. In a karge,
open, conlroled trial, meaningiul elevations of ALT and/or
AST occutred in about 4% of 3700 patients treated for 2 to 6
momths, including markad elevaiions. (L. more than 8 times
the ULN) in aboul 1% of 3700 palients. In that open-lavel
Sluty, 3 higher incidence ol bordariing (less than 3 times Ihe
ULN), moderate (3 to & times the ULN), and marked (»8
times the ULN) elevations of ALT or AST were obsarved In
patients receiving diclotenac when compared 1o oiher
NSAIDs. Transzminase elevations were seen more fraquently
in patients with 0Slsoadthritis than In those with rhaumatoig
arthritis {see ADVERSE REACTIONS).

In 20dhion to the enzyma slevations sean in chnical frials,
Fare cases Of sevare hepatic reactions, including fundice and
1ata) tukminant hepatiis, have been reported,

Physiclans should measure 1ransaminases periodically in
patients receiving long-lerm therspy with diclofenac. because
savers hepalotoxiclty may ceveiop without & prodrome of
distinguishing sympioms. The optimum times tor making the
first and subsequent transaminase measurements are not
known. In the targest L.S. trial {open-label} that Invoived
3700 patients monitored first at 8 weeks and 1200 patianis
montored agaln at 24 weeks, simost all meaningiul sleva-
flons in transaminases were detacted belore patlents became
symptomatic. In 42 of ths 51 patiants in all triats who devel-
oped marked iransaminase slevations, abnormal tests
occurred during th lisst 2 months of therapy with diclotenac.
Based on this experience, If diciolenac is used chronicatly, the
first transaminase measurement should be made no Later
than 8 weeks afler the start of diciolenac treatment. As with
other NSAIDS, It abmormal liver tecks parsist or worsen, if
clinical signs and/or symptoms consistent with liver disease
develop, of it systemic mani accus (8.0 il
ia, rash, etc.), diclotenac shouid ba discontinued,

To minimize the possibility that hepatic injury will become
Severe betwean irantaminase measyrements, physicians
sthould tntorm patients of the warning signs and symploms of
hepatotoxicity (e.0., nausea, fatigus, thargy, pruritus, jaun-
dice, right vpper guadramt lenderness, and “fiu-like* symp-
foms), and the appropriate aclion patienis shoukd take It
These skgns and Sympioms appear.

PRECAUTIONS

Ganaral

Oiclotenac Sodium Delayed-Release Tablels shoukd not be
used concomitantly whh oiher diclolenac-comtaining prod-
ung since they 3iso circutate In piasma as the diclofenat
anion,

Alargic Rasclions: As with other NSAIDS, abiargic reactions
including anaphylaxis have been reporied with dickoenac.
Specitic allergic manilestations consisting ol swelling of
eytlids, lps, pharynx, and larynx, urticaria, asthma: and
bronchospasm, sometimes with concamitant fall in boog
pressure (severe al limes) have been abserved in clinical tri-
als and/or the marketing experience with dickolenac.
Anaphyiaxis has rarely been raponed from lortign sources; in
U.S. clinical triats with giclotenac e over 6000 patiants. 1
case of anaphylaxis was reported. In controlled clinicai trials,
allergic reactions have been abserved at in incidence of 0.5%.
- N .
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rara cases of imerstitial nephritis and paplilary necrosts have
been repurted (Sed ADVERSE REACTIONS).

A sacond form of renal foxicity, genenslly assoctated with
NSAIDs. is ssen in patienis with condltions leading 10 2
reduction in renal blood flow or blood volume, where renal
prostaglandins have § suppoitive role in the maintenance ol
renal perfusicn. In these patients, administrations of an
NSAID results in 3 dosa-dependent decrease in prostagtandin
synihesis and, sacondarily, in 3 reduction of renal biood flow,
which may precipitate overt renal tailure. Patients 3t greatest
risk of this reaction are those with impairsd renal function,
heart failure, liver dystunction, those taking divretics, and the
eiderly. Discontinuation of NSAID tharapy is typically 1ok
lowed by recovery to the pretreatment stats.

Cases of sipnificant renal fallure in patients maceiving
diclofenac have been reported from marketing expevience,
but ware not abserved in over 4000 patients in clinical iriats
during which serum creatinine and BUN values were foliowed
seriaily. Thers wers only 11 patients (0.3%) whoss sarum
creatinine and concurrent serum BUN values were greater
than 2.0 moudL and 40 mg/dl, respactively, while on
diclofenac (mean rise In the 11 patiants; creatinine 2.3 mg/dL
and BUN 28.4 mg/dL).

Since diciolenac metabolites are sliminated primarily by the
kidngys, patients with signiticantly impaired renal function
should be mora closaly monitored than subsects with normal
renal function,

Porphyrin: The use of diclolenac in patients wiih hepati: por-
phytia shoukd be avoided. To date, 1 patient has been
dascribed in whom diclotenac probably triggered a clinical
antack of porphyria. The postulated mechanism, demonsirat-
e in rats, for causing such attacks by diclofenac, as well as
some other NSAIDS, is through Stimutation of the porphyrin
pracurscr defta-aminolevulinic ackl (ALA).

Information for Patismis

Diciofenac, like other drups of its class, is not free of side
atleris, The sida eftects of thess drups can causa discomiort
and, razely, thate are more serious side etiacts, such a5 gas-
trointestinal bleeding, and more mrely, liver loxicity [see
WARNINGS, Hepalic Eftects), which may resuit in hospiak
ization and even fatal cuicomes,

NSAIDs are ofien essential agents in the management ol
arthrits and have a major role in tha management of pain, but
they aiso may be commanly employed for conditions that are
less serious.

Physicians may wish to discuss with their patients the poten-
tal risk (see WARNINGS, PRECAUTIONS, ano ADVERSE
REACTIONS) and likely benefits of NSAID treatment, panticu-
larly when the drugs are used lor kess serious condiions
where treatmen! without NSAHDS may tepresem an accept-
able alternative to both the patient and physician.

Laboratory Tasts

Because Serious G.4. irct viceration and bleeding can occur
without warning sympioms, physicians showld follow chron-
ically tréated patients for the signs and symptoms of ulcera-
tion and bleeding and should inform tham of tha importance
of this loliow-up (see WARNINGS, Gastrointastingl Efects,
Risk of G.1. Ukcertions, Bieeding and Perforation with NSAID
Therapy). || diciotenac is used chronically, patients shoukl
also be insiructed to report any signs and Sympioms that
might be due 1o hepatotoxicity of diciolenac; these symptoms
may become evident betwesn visits when periodic (ivar labo-
ratory lests are performed (588 WARNINGS, Hepatlc Eftects).

Drug interactions

Aspirin: Concomitant administration of diclofenac and aspinn
i nol recommended Dacause diciolenac Is displaced Irom its
binding sites Quring Ihe concomitant agministralion of
aspirin, rasutting in lower plasma concantrations, peak plas-
ma levels, and AUC vaiues.

Anticoaguianis: White studies have not shown.dictolenac to
interact with anticoagulants of the warfgrin type, caution
shoukl be exercised, nonetheless, since interactions have
been seen in other NSAIDS. Because prostaglandins play an
impartant role in hemostasis, and NSAIDS affect platalet
Tunction as well, concurrent therapy with all NSAIDS, Ingiud-
ing dictotenac, and warlanin requires tlosa monitoring of
patients 1o be certain that no change In their anticoagulant
dosage is required,

Digexin, Maihotrexats, Cyciosporing: Diclotenac, Kxe other
NSAIDS, may atiect remal prostaplnding and increass the
toxicity of certain drugs. ingestion of diciolessc may incresse
sarum Concentrations of digoxin and methotrexate ang
increase cyclosporine's nephrotoxicity, Patients who bagin
taking diclofanac or wha increas iheir dictolensc dose or sny
other NSAID while faking digoxn. methotrexate, or
cyclosporing may develop toxicity charactanstics tor these
drugs. They should be obsarved tiossly, particularly If renal
function Is impaired. In the case of digoxin, serum leveis
shouwld be monitored.

Lithium: Diclotenac decreases Ithium renat clearance and
increases lithium plasma lavets, in patlents taking diclotenac
and ithiurn concomitandly, lithium toxicity may develop,

Oral Hypoplyeamics: Diclotenac does nol atter glucose
metabolism in normat subjects nor does it aher tha sitacts ol
oral hypoglycemic agents. There are rare reports, however,
from marketing experiences of changes in sffects of insulin
or oral hypoglycamic agents in the presence of diciotenac
inat necessiated changes in the doses o Such agents. Both
hype- and hyperglycemic effects have been raported. A direct
causal relationship has not bean established, but physicians
should consider the passibility that diciotanas may alter a
diabetic patient's response to Insulin or oral hypoglycemic
agents.

Diurstics: Diclotenac and oter NSAHBs can inhiblt the
activity of diuretics. Concomitant treatmant with potassium-
sparing diuretics may ba assotiated with increased serum
potassium levels.

Othver Drugs: In small gioups of patiants {7 to 10/intersction
study). the concomitant administration of azathiopeine, goid,
chioroquine, D-penicillamine, prednisclone, doxycycline, or
Qigitoxin did not sigaificantly atlect the peak laveis and AUG
values of diciotenac.

Dratain Pindln~

Drwg/Laboraiory Test intsractions

Effact on Blood Compuiation: Diciolanac increases plaslet
Bpgregation time bui does not atfect biseding time, pasma
thrombin clotting time, plasma tibrinogen, or factors v and
Vit 1o X1, Statisticalty significant changes in prothrombla and
partial thrombopiastin times have been reported in normal
volunteers, The mean changes wens observed fo be less than
1 second In both instances, however, and are unikeaty to be
chinically important. Diclofenac is a prostaglandin Symhetasa
inhibitor, however, and all drugs that inhibit prostaglandin
Synthasis interiere with pialelet junction to some degree;
therelgre, patiants who may be adversely atiected by such an
action shouid be carelully obsarved. -

Carcinoganesis, Mutaganssis, impairment of Fartiliy
Long-term carcinogeniclly Studies in rats given- diciotenac
sodium up to 2 mg/kg/day of {12 mg/mYday approximatety
the human dose) have revealed no signiticant increases in
1umoar incience. There was a slight increasa in benign mam-
mary fibroadenomas in mid-dose-treated (0.5 my/kg/day or 3
my/m'iday) Wmale mts thigh-dose females had excesshe
mortality), but the increase was not sipniticant for this com-
mon rat tumor. A 2-year carcinogenicity study conducted in
mice smpioving diclotenac sodium at doses up to 0.3
mQ/xg/day (0.9 mg/miday) in males and 1 mgMg/iday (3
M{/mFday) in lernales did not revel any oncogenic potantial,
Diclofenac sodium dio nel show mutagenks activity in in vitro
point mutation assays in mammalan {mouse lymphoma) and
microbial {yeast, Ames) 1esT sysiems and was nonmutagenic
in several mammallan i witro and in vivo tests, including
dominant letha) and Mmale germinal epithelial chromesomal
studies in mice, and nucieus anomaly and chromosomal
aberration studies in Chinese hamsters. Diclotenac sodiym
administersd 10 male and lemale rats at 4 mg/g/day (24
mg/n©/day) did not attect fertility.

Tetalogenic Etlects

lhere ars no adequate and well-controbed studies In preg-
nant women. Diclofenac should be ysed during pregnancy
only if the benefits 1o the mother justity the potential fsk to
the fetus.

Pragnancy Calegory B: Reproduction Studies have baen per-
formed in mice piven diciolenac sodium (up 1o 20 mo/Xkg/day
or 60 mo/m'/day) and in rats and rabbits given diciolenac
sodium (up to 10 mQ/kg/day or 60 mg/m'/day for rats and A0
ma/me/day for rabbits), and have reveakd no evidence of ter-
atogeniciy despite the Induction of matarnal toxicity snd fetal
toxicity. In rats, matemnally 10xic doses were associated with
dystocia, prolonged gestation, reduced fetal weights and
growth. and reduced letal survival. Diclofesac mas heen
shown to cross 1he piacental barrier in mice an<t rats.

Labor and Delivary

The sfiecis of diclolenac on labor and dalivery i pregnant
women are unknown. Because of the known etlecs of
prostaglandin-inhibiting drugs on the 1etal rardiovat.cular
System (closurs of duttus arteriosus), use o! aicklens: dur-
ing late pregnancy should b avoided and. as wih othei non-
staroidal anli-inllammatory drwgs, it is possibl thal
diclofenac may inhibit utsrine contraction.

Nursing Mother:

Diclolenac has been found in tha milk of m:riing mothers, As
with other drugs that ars excreted In milk Jicloianac is not
recemmended lor w$e in nursing women.

Padlatric Use
Satety and stactiveness of diclplenac In pediziric patients
v not been established.

cartatic Use

! the more than 8000 patients treated diclofenac in LS.
‘rials. 31% were older than 65 years of age. No overall differ-
ence was observed between efficacy, adverse svent or phar-
macokinetic profiles of oider and younger patients. As with
any NSAID, the elderly ars Hkely 1o tolerate adverse raactions
less well than younger patients,

ADVERSE REACTIONS

Agvarse reaction informatlon i devived from binded, con-
trolied open-labal clinical trials, as welt as worowids market-
ing exparience. In the description beiow, rates ol wmors com-
mon events represent clinical study results; rarar events ar:
Gerived principally from marketing experience and publica-
L, AN dccurdle rate stimates are generally not possibl..

The incidence of common adversa reactions {greater than
1% Is based upon con rolied chinical trigls in 1543 patienis
treatedt up 10 13 week; with Diclofenac Sodivm Delayed-
Relaase Tablets, By tr the most common adverse efiects
were gastrointestinal symptoms, most of them minor, occur-
ring in about 20%, anri lea 1o discontinuation n about
3% of patients Peptic Licer or G.1. bleading occurred in clini-
cai trials in 0.6% (85% confidence interval: 0.2% to 1%) of
approximately 1800 pitients during thelr first 3 months of
dicioienac treatment and In 1.6% (95% confidence interval:
0.8% to 2.4%) of approximately 800 patients Jollowed for 4 year.
Gastrokntestinal were tn Ir y by
ceutral nervous systemn side aifects such a8 headache (7%)
and dizziness (3%}

Maaningtul (exceeding 3 times the Upper Limi of Normal)
slavatlons of ALT (S3PT) or AST (SGOT) occurred a1 an over-
all rate of approxiriately 2% during the first 2 months of
Diclolenze sodium treatment. Unlike aspirin-remied sieva-
1ions, which occur more irequentiy in palients with rheuma:
loit arthritis, these slevations were more frequently observed
in patienis with oSisoanthritis (2.8%) than in patiants with
fheurmatold anhritis (0.7%). Marked tievations (sxceeding 8
times the ULN} weie seen in 1% of patients treated 1or 2 10 6
months {see WARHINGS, Hepatic Eflects).

The following athv:rse reactions were reported in patients
traated with diclotenac;

Incldance Graater than 1% — Cavsal Reiationship
Probable: (All derived from clinical trials.)

Body a8 » Whale: Abdominal pain or cramps, * headache,
* fluld retention, sbdominal distantion.

Digestive: Diarrhea,” indigestion, * nausea, * constipation,
* fiatulence, iiver lest abnormaifties, * PUS, L., pagtic uicer,
with or without bleeding and/or perloration, or biseding with-
out ulcer (See above and siso WARNINGS).

Norvous System: Dizziness.
Skin and Appendage: Rash, pruritus.
Speciul Smgn: Tinnftus

Body ax a Whols: Malarse, sweling of kips and 1ongue. pho-
1osensiiivity, anaphyiaxis, anaphytactoid reactions.
Candiovascular: Hypertansion, congestive heart tailure.

Digestive: Yomiting, jaundice, melena, aphihous Stornalitis.
dry mouth and mucous membranes, tloody diarrhea, hepati-
tis, Aspatic necrosis. aopelie change, pancreatitis with or
without concomitant hepatitis, colitis

Hemie and Lymphstic: Hemogiobin o e, beuk ia,
thrombocytopenia, kemolytic anemia, aplastic anemia,
2ORARUIGCYTOSES, DUTPUra, MEIDIC Purpura.

Motabolic and Kutritiona! Diserders: Azoiemia.

Nervous Systam: Insomnia, diowsiness, depression, dipi-
pia, amiely, irsitabiity, aseptic meningsis.

Respiraiory: Epistaxis, asthma, ryngeal edema,

Jiin and Appenosges: Mopecla. urticana, sczema, dermati-
1is, bullous eruption. eryihema multiforing major. angicede-
ma, Stevens-Johason syndrome.

Special Sanses: Biurred wision, tste disorter, reversidle
hearing loss, SCO10ME.

Uroganital: Nephrotic syndrome, protsinuria. oliguria, inter-
SLip! nephrilis, papiliary necrosis, acule ranal iaiure.
Incidonce Lezs Than 1% — Causal Relationship Unknown:
(Adverse reactions reporied only in woridwide marketing
axperience of In the lilerature, not seen in chinical trials, are
considered rare and are H3licized. )

Body 85 # Whois: Chest pain,

Cardiovascular: Palpitations, Hushing, tachycardia, prema-
ture veniricular contrachions, myocardial infamction.

Digesiive: Esophapeal lesions.

Hamic and Lymphatic: Brirising.

Maiabotic and Nutritional Disorders: Hypoglycemia, weipht
foss.

Norvour System: Paresihesia, memory disturbance, migiht-
mares, tremor, tic, adrormal coordingtion, convulsions, dis-
oriantation, psychotic reaction.

Respiraiory: Dyspnea, hypecventilation, sdema of pharynx.
Skin #ng Appandages: Excess perspiration, exfoliative der-
matitis.

Spacial Senses: Vitreous lioaters, akght blinoness, ambly-
pi

Urogenital: Urinary Irequency. nocturia, hematuria, impo-
fence. vaginal bleading.

OVERDOSAGE

Workiwide reports of overdosage with diclolenac cover 66
cases. |n approximately one-hall of these repons of over-
dogage, concomitant madications were aiso taken. The high-
est dose of diclolenac was $ g in a 17-year old mals who
suftered loss of consciousness, increased dtracranial pres-
Sure. aspiration pnsumonitis, and died 2 days alter aoverdose.
The next highest doses of diciolenac wers 4 g and 3.75 g,
Tha Z4-year otd famaie who took 4 § and 1he 28 and 42-
year-old lemales, each of whom took 3.75 . did not develop
any clinically sigaificant signs or symploms. However, there
was 2 report of a 17-year-lemale who exparienced vomiting
and drowsiness after an averdose of 2.37 g of diclolenac.

Animai LD, values show a wide range of susceptibilities to
icute overdosage, with primates being more resistant to
acute toxiciy than rodents (LD, in mg/kp — rats, 55; dogs,
500; monkays, 3200).

In case of scute overdosage, R i recommended thal the
siomach he emplied by vomiting or lavage. Forced diuresis
may thearetically be bensficial because the drug Is axcreted
in the urine. The efiect of dialysis or hemoperfusion in the
elimination of diciotenac (99% proteln-bound; See CLINICAL
PHARMACOLOGY) remains unproven. In addition to sup-
portive measures, the use of oral activated charcoal may help
to reduce 1he absorption of diclorenac,

DOSAGE AND ADMINISTRATION

Diclofenac may be administered as S0mg, or 75 mg

Diclofenac Sodism Deiayed-Aelease Tablets. Regardiess of

tha indication, the dosage of diciolanac should be individual-

ized ta tha iowest eflective dose 10 minimize adverse etiects
see CLINICAL PHARMACOLOGY, Individualization ol
oaage).

Ostecarthriiis: The recommended dosage ks 100 o 150
mg/asy In divided oosas, 50 mg b.1.0, or t1d. or 75 mg b.l.d.
Dosages above 150 mQ/0ay have nol been studied in palients
with ossecarthritis.

Rheumalold Arthritls: The recommended dosage Is 150 fo
200 myg/day in divided doses. 50 my t.1.0. or q.t.d. or 75 mg
trid. Dosages above 225 mQ/day are not recommendad in
patisnts with rheumatoid arthritis.

Ankylozing Spendyiitis: The racommanded dosage is 100 to
125 mg/day administared as 25 mg q.1.4. with an &ara 25 mg
dose &1 beditne il necessary. Dosiges above 125 mg/day
have not been studied in patients with ankylosing spondyiilis.

HOW SUFPLIED

Dicioitnac Delayed-Release Tablets 50 mg - white, round,
unscored, biconvex, marked in black whh “M* on one side
and “204" on the other sida.

Botties o 100 .. . .+ NDE 52555-204-01
Botties of 1000 ., e NDC 52555-204-10
Diciolenac Delayed-Reiease Tablets 75 mg - white, round,
unscored, biconvex, marked in biack with “M" on one Side

and *205" on tha other side. )

Botties of 100 .........,..... NOC 52555-205-01
otlesat 1000 ............,. NDC 52555-205-10
Stk 91 controlled room temparaturs 15°C 1o 30°C {59“F 10
'aa': ) l?si;pense in a tight light-resistant coniainer as defined

n the USP.

CAUTION: Federal law prohibits dispensing without prescription.

Manufactursd by
Martec Scientific, tnc.
Kanzas City. MO 64120



Figuee 2

Adsorption

Diciplenac is completely absorbed from the gastrointestinat
tract amers 4z51ing oral aoministration of Diclolenac Sodium
Detayed-Release Tablets. 01 this, only 50% of the absorbeq
dose of diclolenac trom Diclolenac Sodium Delayed-Release
Tablets is syssemically avaliable, due to first pass metabe-
lism. Peak plasma hevels are achieved in 2 hours in fasting
normal volunteers, with 2 ange from 1 16 4 hours. The anes-
under-the-plasma-concentration curve (AUC) is dose-
proportional within the range of 25 mg to 150 mg. Peak
plasma levels are less than dose-proportional and ara
approximately 1.5 and 2.0 meg/mL for 50-my, and 75-my
doses, respectively. it should be noted that the adminiStration
ol several individuat Diclofenac sodium tablets may not yield
equivalant re$ults in peak concantration as the administration
of one fblet of a higher strength. This le prodably oue to the
staggered gasinic emptying of tablets Into the duodanum.
After repeated oral zdministration of Diclofenac sodium 50
My 0.4.d.. diclotenac did not acCcumuiate in plasma.

When Dictotenac Sodium Delayed-Reiease Tablets ars taken
with foog, there i§ usuaily 2 delay in the onsel ot absorption
of ¥ 1e 4.5 hours, with delays as lang as 10 hours in some
patients, ang a seduction in peak plasma ieveis of approxi-
Mmately 40%. The extent of ebsorption ol diclolenac, nowaver,
is not significantty attected by lood intake.

Distrioution

Plasma concentratigns of diclotenag decling from Peak ievels
in a biexponential fashion, with the terminal phase having a
half-iite ol approxmately 2 hours, Clearance and voluma of
distribution are about 350 mL/min and 550 muUkg, respec-
lively. Mase than 99% of diclotenac is feversibly bound to
human plasma albumin,

A d-week study, comparing plasma lavel prodiles of diciolenac
{Diclofenac sodiym 50 mg b.id.) in younger (26 to 46 years)
versus older (66 to 81 years) adults, did not show ditlerences
between age proups (10 patients per age group).

As with other NSAIDs, diclotenac difiuses into and out of the
synovial lluid, Ditlusion into the jont accurs when plasma
fevefs are higher than thase in the synovial lluid, atiar which
INE process reverses and Synoviak 1luid levels ara bwpher than
plasma levels. Itis nat krown whether oultusion into 1he joint
Plays a role in the ellectiveness of diclotenac.

Melabolism and Elimination

Diclotenac 15 eliminated through metabolism and subsequent
urinary ant bitiary excretion of the glucurcnide ang the sul-
1ate conjugates of the metabotites.

Approximately 65% of the dose s excreted in the uring, and
approximatety 35% in the bile,

Conjugates of unchanped diclolenac account far 5% to 10%
of the dose excreted in the urine and lor less than 5% excret-
ed in the bde. Lithe or no unchanged unconjugated orug is
excreted. Conjugztes of the principal metabolite aceount for
20% to 30% of the dose excreted in the urine and Tor 10% to
20% of The dose excreted in the hile,

Conjugates of three other metabalites topether account for
10% 10 20% of the dose excrated in the urine and for SmzN
ameunts eacreted in the bile. The elimination half-lite values
for these metabolites are shorter than Mose for the parent
dryg. Unnary excretion of an adgitiona) metabolite {half-lite
B0 hours) accouns for oaly 1.4% ol the oral dose. The

\WIMEOie-reiease LaDIelS; buu Mg 0.0, (N=103) 1or 3
months, resuited in a signiticantly smaller number of patients
with an increasa in endoscopy score from basaling and 2 sig-
nificantly iower mean endoscopy Score after trestment in the
Diciolenac sodium-treated pahents. Two repeat-dosa endo-
Scopic studies, in normal volunicers showed that daity doses
of Diclolenac 5odium Delayad-Releas Tabiets 75 or 100 my
(N=6 and N=14, respectiveiy) tor ¥ week causad fewer Qastnc
lesions, and those that dia occur had Iower scores than those
observed foliowing daily S500-mg doses of naproxen (imme-
Oiate-reiease fablets), in heatthy subjects, the daity adminis-
fration of 150 mg of Diclolenac sodium (N=B) for 3 weeks
resulted in a mean lecal biood loss less than that observed
with 3.0 9 of aspirin daily (N«8). In four repeat-dose studies.
mean fecal blood 1055 with 150 mg of Diclefenac sodwim was
also less than that observed with 750 mg of naproxen (=8
and N=6) or 150 mg ol indomethacin (N=& and Ne&). The
clinical significance of ihese lindings is uaknown since there
s 00 evidence avaiiabie to indicate thal Diclofenac sootum is
Jess kikely than oiher drugs of s cltss 1o cause senigus gas-
Iroiriestimal lesions when usad in chronic therapy.

Individuaiization of Dosags

Diclofenac, Rke other NSAIDs, shows interindividuat ditter-
ences in both pharmacokinelics and clinical responsa (phar-
macodynamics). Consequently. the recommended strategy
for Inkilating therapy is to use 2 starting dose lkaly 1o be
¢llective lor the majority of patients and 1o adjust dosage
thereatter based on observation of diclotenac’s benelicial and
adverss etiects.

In patients weighing less than 60 kp (132 Ib), or where the
Severty of the disease, concomitani madication, or other dis-
€ases wirrant, the maximum recommended total daily dose
ol Dicloienac sodium should be raduced. Experience with
other NSAIDs has shown thal stanting therapy with maximum
aeses in patients at increased risk dus to renzl or hepatic dis-
ease, low body weight (<60 kg), advanced age, a known ulcer
diathesis. or known sensitivity to NSAID elfects, is likety to
Increase frequently of adverse reattions and is nol re.om-
mended {see PRECAUTIONS),

OstecarthrilisRieumalold Arthritis/Ankylosing Spondylills:
The usual starting dese of Diclolanac Sodium Delayed-
Reiease Tablets for patients with osteaarthritis is 100 to 150
mg/day, using b.La. or 1.1.0. dosing regimen. In two variable-
dose clinicat trials in osteoarihritis, of 266 patients starfed on
100 mg/day, 176 chose to increass the dosa 1o 150 mg/day.
Dosages above 150 mp/day have not been studied with
osteoarthiing,

The wsual stariing dose of Diclolenac Sogium Delayeg-
Aelease Tablets for most patients with rheumataid arthritls is
150 my/day using a bid. or Lid, dosing regimen. Palients
requining more relief 6 pain and inflammation may increase
the dose to 200 mg/day, In clinical trials, patients recaiving
200 mg/day wera less likely 1o drop rom the trial due to lack
of efiicacy than patients ‘receiving 150 mg/iday. Dosages
above 225 mg/day are not recommended in patients with
rheumatoid arthritis because of increased risk of adverse
events.

The recommenved dose of Diclolenac Sodium Dalayed-
Relezse Tabiets lor patients with ankylosing spondylitis is
100 to 125 mg/Gay, using a q.4. dosing regimen {see
DOSAGE AND ADMINISTRATION regarging the 125 mg/day
dosing regimen). In a variable-dose clinical trial, of 132
patients Staned on 75 mo/day. 122 chose 10 increasa the
dose 10 125 mp/day. Dosages above 125 mg/day have not
been sludied tn palients with ankylgsing spondyliis.

INDIGATIONS AND USAGE

Diclofenac Sodium Delaysd-Reiease Tablets are indicaled for
the acute and chronic treaiment of signs and symploms of
Theumatold arthritis, oStecartheitis, ang ankyiosing sponaylitis.

CONTRAINDICATIONS

Diclotenac sodiem, is contraindicated in patiems with hyper-
sensitivity 10 diciotenac-containing products. Diclofenac
should not be given 10 patients who have experienced

ne monitaring of kver myury.

In clinical trigts, meaningful elevations {i.e. more than 3 times
the LLN) of AST (SGOT) (ALT was not measured in all stug-
Ws) occurred in about 2% of approximately 5700 patients 22
some time during Diclolenac sodium treatment. In a krge.
open. conirolied frial, meaningiul elevations of ALT and/or
AST occurred in about 4% 0l 3700 patients treated for 2 to &
months, mcludeng marked elevalions (i.¢. more than 8 imes
the ULN) in about 1% of 3700 patients. In that open-tabel
Study, 2 higher incitence ot borderling {iess (han 3 hmes the
ULN}. moderate {3 10 8 limes the ULN). and marked {»8
times the ULN) sievations of ALT or AST were observed in
patiems recevipg ticlolenac when compared o other
NSAIDs. Transarminase eievations were seen more trequently
1N patents with osteoarihritis than in thase witk: rheumalost

" arthiitis (sea ADVERSE REACTIONS).

In addition 10 the snzyme elevations seen in clinicat trizts,
TR Cases of severd hepalic reacigns, including Rundice and
fatal fuiminant hepatitis. have been reponed.

Physicans should measure transaminases periodically in
palients receiving long-term therapy with diciofenac, bacayse
Severs hepatotoxicly may develop without a prodrome ot
distinguishing symptoms. The eplimum times for making the
first and subsequent transaminase measurements are not
known. In the trgest US. irial (open-label) that mvobwe
3700 patiants monrorad first 2t 8 waeks ang 1200 patients
monitored again at 24 weeks, atmost all meaningiul sleva-
tions in ransaminases were dstected belore patients becaime
symptomatic. in 42 of the 51 patients in all trials who devel-
oped marked iransaminase slevations, abnormal tesis
occurred during the first 2 months of therapy with diclotenac.
Based on this exparience, if dickotenac is usad chronically, the
first iransaminase measursment shouid be made no Hiter
than 8 weeks after the start of diciotenac treatmant. As with
other NSAIDs, if abnotmal liver 1ests persist or worsen, it
clinicat 5igns and/or symptoms consisteni with liver disease
develap, of il systemic manifestalions oceur (e.g. eosinophil-
1, rash, elc.). diclolenac shoukd be discontinued.

To minimiza the possibility that hepatic infury will become
severe belween lransaminase measurements, physicians
should intorm patients of the warning signs and sympioms of
hepatatoxicity (£.9.. navsea, fatigue, Jethargy, pruritys, faun-
dice, right upper quadrant ienderness, and “fi-fike" symp-
toms), and the appropriate achion palienis showkd take i
these signs and sympioms appear.

PRECAUTIONS

Ganeral

Diclotenac Sodium Delayed-Release Tablets should not be
used concomitantly with other diclofenac-cortaining prod-
ucts since they also rculzte in plasma as M diclofenac
anion,

Allergic Reaciions: As with other NSAIDs, allergic reatlions
including anaphylaxis have been reported with diclolenac,
Specilic allergic maniestations consisting of Swelling of
eyelids, Ups, pharynx, and larynx, urlicara, asthma: angd
bronchaspasm, sometimes with concomitan fall in bloed
pressure (severe 3t times) have been observed in clinica) tre
als and/or the marketing experience wilh dictolenac,
Anaphylaxis has rarely been reported lrom taragn sources: in
U.5. clinical trlals with diclotenac in over 6000 patiants, 1
case of anaphylaxis was reported. in controlied clinical trials,
aliergic reactions have baen observed at in incidente of 0.5%.
These reactions can 0ccur without prior expasure to the drug.

Fiuld Reteniion and Edems: Fluid retention and edema have
baen observed in some patisnts Jaking diclotenar. Therelore,
a5 with other NSAID, diciolenac should be used with caution
in patients with a history of cardiac decompensation, hyper-
fension, o other conditions predisposing to tiwd retention,

Renal Elfeots: As a class, NSAIDS have been associated with
renal papitlary necrosis and other abnormat renal pathology
in long-térm administration to animals. In oral diclofenas
Stgies in anémals, some svigence ol renal toxicily was noted.
Isolated incidents of papillary necrosis were obssrved in a



